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DETAILED ACTION 

Election/Restrictions 

Applicant's election without traverse of Group I, claims 1,6, 10 and 1 1 , in the 
reply filed on 07/03/2008 is acknowledged. 

Claims 2-5 and 7-9 are withdrawn from further consideration pursuant to 37 CFR 
1 .142(b) as being drawn to a nonelected invention, there being no allowable generic or 
linking claim. Election was made without traverse in the reply filed on 07/03/2008. 
Priority 

Receipt is acknowledged of papers submitted under 35 U.S.C. 1 19(a)-(d), which 
papers have been placed of record in the file. 

Claim Objections 

Claims 1,6,10 and 1 1 are objected to because of the following informalities: the 
claims are not in proper form. MPEP 608.01 (m) sets forth: 

"Each claim begins with a capital letter and ends with a period. Periods may not 
be used elsewhere in the claims except for abbreviations. See Fressola v. Manbeck, 36 
USPQ2d 1211 (D.D.C. 1995)." 

Claim 1 contains extra periods at the end of sections A) and B). Claim 6 contains 
an extra period at the end of the second section. Claim 1 1 contains extra periods used 
in the enumeration of sections (i.e. 1 ., 2., 3.) and at the end of sub-sections 5) and 1 5). 

MPEP 608.01 (m) also sets forth: 
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"Where a claim sets forth a plurality of elements or steps, each element or step of 
the claim should be separated by a line indentation, 37 CFR 1 .75(i). There may be 
plural indentations to further segregate subcombinations or related steps." 

Claim 1 contains several layers of descriptive elements and should be structured 
to set each layer apart with appropriate indentations. 

Claim 10 depends from claims 1 or 6 and is therefore objected to for the same 
reasons. 

Appropriate correction is required. 

Claim Interpretation 

Claim 1 is a lengthy claim for a composition of matter that incorporates several 
recitations of intended use. Only the actual structure of the claimed composition will be 
considered. 

Claim 1 will be interpreted as a mixture or reaction solution comprising one or 
more target nucleic acid probes and one or more internal standard nucleic acids and, 
optionally, one or more internal standard nucleic acid probes, wherein: 

1) the target nucleic acid probe is a single-stranded oligonucleotide labeled with 
one or more fluorescent dyes on either an end portion and/or a base moiety and/or a 
sugar moiety and/or a phosphate moiety; 

2) a fluorescent character of the target nucleic acid probe changes upon 
hybridization with the target nucleic acid and/or the internal standard nucleic acid; 

3) the target nucleic acid probe is capable of hybridizing with the target nucleic 
acid and with the internal standard nucleic acid; 
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4) the amount of change of a fluorescent character of the target nucleic acid 
probe upon hybridization of the probe to the target nucleic acid is different than the 
amount of change of the fluorescent character of the target nucleic acid probe upon 
hybridization of the probe to the internal standard nucleic acid; 

5) the internal standard nucleic acid has a structure different than the target 
nucleic acid corresponding to the target nucleic acid probe; 

6) the optional internal standard nucleic acid probe has characteristics 1) through 
4) above, and wherein the fluorescent labeling portion and character of the optional 
internal standard nucleic acid probe are different from the fluorescent labeling portion 
and character of the target nucleic acid probe. 

The term "fluorescent labeling portion" of item 6) will be broadly interpreted as 
encompassing a position of the label, the sequence that is labeled (e.g. the nucleotide 
that is labeled), and/or the label molecule itself. The "character" of the fluorescent label 
will be broadly interpreted as a structure, absorption/emission maximum, 
absorption/emission minimum, absorption/emission spectrum, absorption/emission 
intensity, fluorescence lifetime, fluorescence polarization, etc. 

With regard to claim 6, the last portion of the claim reads (underscore added): 
"The base sequence of a portion of said internal standard nucleic acid hybridizing with 
said nucleic acid probe is different in part from the base sequence of a portion of a 
nucleic acid hybridizing with said nucleic acid probe". A nucleic acid will be interpreted 
as "a target nucleic acid". 
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Claim 1 1 will be construed as set forth in the rejection under 35 U.S.C. 112, 2 nd 
paragraph below. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 6 and 11 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

With regard to claim 6, the recitation "Said nucleic acid probe..." lacks 
antecedent basis in the claim. The claim preamble recites "comprises a pair of the 
below nucleic acid and the below internal standard nucleic acid". It is presumed this 
should read "comprises a pair of the below nucleic acid probe and the below internal 
standard nucleic acid". Appropriate correction is required. 

Claim 11 is indefinite for the following reasons: 

(I) The claim recites "A target nucleic acid probe or a doubly-labeled nucleic acid 
probe, wherein said target nucleic acid probe or doubly-labeled nucleic acid probe is 
described above...". This is indefinite because it cannot be determined what "described 
above" refers to (a preceding claim? specification?) or what limitations if any are 
required by such reference. 
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(II) The claim continues "and has at least any one of the below structures...". 
This is indefinite because it cannot be determined whether "one of the below structures" 
refers to elements enumerated "1 .", "2." or "3." as a whole (i.e. including all the sub- 
elements enumerated under that element), or whether "one of the below structures" 
refers to any one of the sub-elements enumerated as "1)" through "18)". 

(III) The sub-element 15) recites: "a novel mixture according to claim 1 or 5, 
wherein, in any one of the above 1 to 14...". This is indefinite because it causes 
confusion as to whether this claim is a claim for a nucleic acid probe, as recited at the 
beginning of the claim, or a claim for a "novel mixture" comprising such probe. 

For purposes of examination over the prior art, claim 1 1 will be construed as 
follows: A target nucleic acid probe, which is optionally doubly-labeled, wherein in the 
case that the probe is doubly-labeled, the probe has at least any one of the 
characteristics recited in sub-elements 6) through 18), and wherein in the case that the 
probe is not doubly-labeled, the probe has at least any one of the characteristics recited 
in sub-elements 1 ) through 5) or 1 1 ) through 18). The phrase "a novel mixture 
according to claim 1 or 5" recited in sub-element 15) will be given no patentable weight. 
Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 
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Claims 1, 6 and 11 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Nazarenko et al (US 2003/0165859, prior art of record). 

The composition of claim 1 is construed to comprise one or more nucleic acid 
probes and one or more internal standard nucleic acids. The phrase "or further one or 
two or more below internal standard nucleic acid probes" is construed as optional; 
hence the composition of claim 1 minimally requires a composition comprising one 
nucleic acid probe and one internal standard nucleic acid. Although claim 1 recites 
limitations regarding how the nucleic acid probe would behave in the presence of a 
target, these limitations are not structurally distinguishing since there is no particular 
target specified by the claim. Furthermore, the "target" need not be found in the prior 
art, but merely the nucleic acid probe and the internal standard nucleic acid. This being 
the case, claim 1 is anticipated by the disclosure of Nazarenko et al (US 2003/0165859, 
published 4 September 2003). Nazarenko teaches a nucleic acid probe and internal 
standard nucleic acid, for example in figure 35: 




interna! standard 



nucleic acid probe 



ss 1 d6 1 ss 2 ds 2 



FfG.35 
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From the discussion in paragraph [0216], it is clear that Nazarenko formed a 
mixture comprising both of these molecules, and it is also clear that, in the case of the 
probe labeled at position 2, there was significant change in fluorescence upon 
hybridization of the probe to the internal standard. Although Nazarenko does not teach 
using the nucleic acid molecule shown in lower case in figure 35 as an internal 
standard, it is structurally indistinguishable from the claimed internal standard, since it is 
capable of hybridizing with and changing a fluorescence characteristic of the nucleic 
acid probe. Furthermore, a nucleic acid target could be made such that the nucleic acid 
probe would undergo a different degree of fluorescence change upon hybridization to 
said target, since it would appear from the claim language and from the specification 
(e.g. figure 1 , bottom panel) that all that would be required would be to synthesize a 
target nucleic acid that would create a mismatch relative to the internal standard gene. 
However, as explained above, it is not the target which must be found in the prior art, 
but only the claimed mixture which comprises a probe and an internal standard. This 
being the case, the pair of nucleic acids from Nazarenko's figure 35 shown above meets 
all the structural limitations required by claim 1. 

With regard to the requirement that the internal standard nucleic acid have a 
structure that is different than the target nucleic acid, it is again noted that the claimed 
composition does not itself comprise a target nucleic acid, and no particular target 
nucleic acid is recited in the claim. Therefore, this limitation does not structurally 
distinguish over the pair of nucleic acids taught by Nazarenko, which meet the 
limitations of the claimed target nucleic acid probe and internal standard nucleic acid. 
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With regard to claim 6, this claim is construed to be a mixture comprising a 
nucleic acid probe and an internal standard nucleic acid. The only apparent differences 
between claim 1 and claim 6 are that claim 6 does not recite the optional internal 
standard nucleic acid probe of claim 1 , claim 6 does not specify the location of the 
fluorescent labels, and claim 6 includes an additional requirement that the base 
sequence of the internal standard nucleic acid is different than the base sequence of a 
target nucleic acid. An additional difference is that claim 6 includes the proviso that, in 
the case when said nucleic acid probe is plural, the fluorescent dyes labeled on said 
plural nucleic acid probes each are different. Otherwise, the composition of claim 6 
appears to be the same as the composition of claim 1 in terms of the functional 
properties recited. With regard to the noted proviso regarding the case where the 
nucleic acid probe is plural, it is noted that the claim does not require a plurality of 
different nucleic acid probes. Therefore, in the situation where the prior art teaches a 
single species of nucleic acid probe, this limitation need not be considered. 

As was the case for claim 1 , the composition taught by Nazarenko comprising 
the pair of nucleic acids shown in figure 35 above meets the compositional and 
structural limitations of claim 6. 

With regard to the requirement that the internal standard nucleic acid have a 
base sequence that is different than the target nucleic acid, it is again noted that the 
claimed composition does not itself comprise a target nucleic acid, and no particular 
target nucleic acid is recited in the claim. Therefore, this limitation does not structurally 
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distinguish over the pair of nucleic acids taught by Nazarenko, which meet the 
limitations of the claimed target nucleic acid probe and internal standard nucleic acid. 

With regard to claim 1 1 , as discussed under the rejection of claim 1 1 under 35 
U.S.C. 112, 2 nd paragraph above, the claim can be construed as being a target nucleic 
acid probe having any one of the features recited in sub-elements 1) through 5) or 11) 
through 18). 

Hence, the target nucleic acid probe taught by Nazarenko meets the limitations 
of claim 1 1 for at least the case of a target nucleic acid probe as described by sub- 
element 1): "said structure has a portion not complementary to a target nucleic acid". 

With regard to the requirement that the target nucleic acid probe has a portion 
not complementary to a target nucleic acid, it is again noted that the claimed 
composition does not itself comprise a target nucleic acid, and no particular target 
nucleic acid is recited in the claim. Therefore, this limitation does not structurally 
distinguish over the target nucleic acid probe taught by Nazarenko. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
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the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claim 10 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Nazarenko et al (US 2003/0165859, prior art of record). 

The composition taught by Nazarenko meeting the limitations of claims 1 and 6 
has been discussed. It is also noted that Nazarenko also teaches kits (see paragraph 
[0082]). 

Nazarenko does not explicitly teach to place the particular mixture of probe and 
internal standard nucleic acid as shown in figure 35 into a kit. 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to package the mixture comprising the pair of nucleic acid 
shown in Nazarenko's figure 35 in the form of a kit since Nazarenko teaches kits for the 
purpose of detecting nucleic acid, and the mixture of the two nucleic acids shown in 
figure 35 would have served as a positive control for an assay designed to use the 
labeled nucleic acid as a probe for detecting a target comprising the sequence of the 
other nucleic acid (i.e. the unlabeled strand) shown in figure 35. 

Conclusion 

No claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SAMUEL WOOLWINE whose telephone number is 
(571)272-1144. The examiner can normally be reached on Mon-Fri 9:00am-5:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (571) 272-0782. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Examiner, Art Unit 1637 



